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Previous studies of lopinavir/ritonavir (LPV/r) monother-
apy have shown that over 70% of patients achieved HIV
RNA levels <500 copies/mL over a follow-up period of
48 to 96 weeks, but the long-term durability is undeter-
mined. Herein, the authors report 2 patients that started
LPV/r monotherapy after virologic failure on an NNRTI-
based regimen and have been successfully treated for
greater than 7 years. Both patients demonstrated long-
term control of viral replication over the course of treat-
ment, although the first patient had 3 viral load blips and

the second had 1 blip under 400 copies/mL. Both
patients had increases in CD4+ lymphocyte counts. The
first patient from 96 cells/uL to 378 cells/uL. and the sec-
ond patient from 71 cells/ulL to 411 cells/ul. To the
authors knowledge, these 2 cases represent the longest
experience with LPV/r monotherapy and provide some
measure of reassurance about the durability of LPV/r for
control of HIV replication.
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Introduction

The current US Department of Health and Human
Services guidelines for the treatment of HIV-1 infec-
tion in adults and adolescents recommend treatment
with a combination of at least 3 antiretroviral (ARV)
medications." These recommendations are based on
clinical trial data, suggesting that triple agent ther-
apy achieves high levels of virologic suppression and
CD4 cell improvement." Early attempts to control
HIV replication with protease inhibitor (PI) mono-
therapy were unsuccessful.>* However, studies eval-
uating monotherapy with the boosted PI lopinavir/
ritonavir (LPV/r) have shown that 73% to 89% of
patients achieve HIV RNA levels <500 copies/mL
over a follow-up period of 48 to 96 weeks.*”
Although these data support the efficacy of LPV/r
monotherapy, the long-term durability of this regi-
men is undetermined. Herein, we report 2 patients
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successfully maintained on LPV/r monotherapy for
greater than 7 years.

Case Studies

Case 1

A 66-year-old female experienced virologic failure on
abacavir (ABC), lamivudine (3TC), and nevirapine
(NVP) and was switched to LPV/r monotherapy in
May 2001. She had been on antiretroviral therapy
(ART) since March 1993 with previous exposure to
zidovudine (ZDV), didanosine (ddI), zalcitabine
(ddC), stavudine (d4T), indinavir (IDV), nelfinavir
(NFV), and efavirenz (EFV). At the time of switch,
the viral load was 6222 copies/mL and the CD4 lym-
phocyte count was 96 cells/mm?. Baseline resistance
testing was not available. Plasma HIV RNA dropped
below the level of detection 8 weeks after initiation
of LPV/r monotherapy. This regimen has been con-
tinued more than 7 years during which time period
there were 3 viral load blips of 240, 177, and
340 copies/mL at weeks 133, 137, and 172, respec-
tively. The viral load has remained undetectable
for the remainder of the follow-up period. The
latest CD4 lymphocyte count was 378 cells/mm?
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collected January 2009 after 398 weeks of LPV/r
monotherapy.

Case 2

A 38-year-old male experienced virologic failure on
EFV and coformulated 3TC and ZDV in June 2001
with a viral load of 42 500 copies/mL and a CD4
count of 71 cells/mm?®. He had been on ART since
July 1997, with previous exposure to d4T, IDV, and
delavirdine (DLV). Phenotypic resistance testing
obtained in June 2001 showed resistance to all
reverse transcriptase inhibitors except DLV and sen-
sitivity to the PI class. The regimen was changed to
LPV/r and DLV, but shortly after commencing this
regimen a severe rash developed. Delavirdine was
stopped and LPV/r was continued as monotherapy.
Plasma HIV RNA dropped below the level of detec-
tion 6 weeks after the switch and LPV/r monotherapy
has been continued unchanged for more than 7 years
of follow-up. During this time period, a viral load
blip of 65 copies/mL was noted on 1 occasion at
week 280. The CD4 lymphocyte count in May
2008 was 411 cells/mm?® after 354 weeks of LPV/r
monotherapy.

Discussion

Several large studies have supported the potential
usefulness of LPV/r monotherapy for management
of HIV infection. Despite these data, there is con-
cern about the long-term durability of virologic
response with this regimen. To our knowledge, these
2 cases represent the longest experience available

with LPV/r monotherapy and provide some measure
of reassurance about the durability of LPV/r for con-
trol of HIV replication.

There is a need for additional large, randomized,
long-term trials of boosted PI monotherapy to better
define the role of this strategy in the optimal man-
agement of HIV infection.

References

1. Panel on Antiretroviral Guidelines for Adults and Adoles-
cents. Guidelines for the use of antiretroviral agents in
HIV-1 infected adults and adolescents. Department of
Health and Human Services. 2008;1-128. http://www.aid-
sinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf.
Accessed 27 June 2008.

2. Havlir DV, Marschner IC, Hirsch MS, et al. Maintenance
antiretroviral therapies in HIV infected patients with
undetectable plasma HIV RNA after triple-drug therapy.
AIDS Clinical Trials Group Study 343 Team. N Engl |
Med. 1998;339(18):1261-1268.

3. Pialoux G, Raffi F, Brun-Vezine F, et al. A randomized
trial of three maintenance regimens given after three
months of induction therapy with zidovudine, lamivudine
and indinavir in previously untreated HIV-1 infected
patients. N Engl | Med. 1998;339(18):1269-1276.

4. Delfraissy JF, Flandre P, Delaugerre C, et al. Lopinavir/
ritonavir monotherapy or plus zidovudine and lamivudine
in antiretroviral-naive HIV-infected patients. AIDS.
2008;22(3):385-393.

5. Pulido F, Arribas JR, Delgado R, et al. Lopinavir-ritonavir
monotherapy versus lopinavir-ritonavir and two nucleo-
sides for maintenance therapy of HIV. AIDS. 2008;22(2):
F1-F9.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 266
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 200
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 266
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 200
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 900
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 9
      /MarksWeight 0.125000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
  /SyntheticBoldness 1.000000
>> setdistillerparams
<<
  /HWResolution [288 288]
  /PageSize [612.000 792.000]
>> setpagedevice




